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IN THE CLAIMS 

Please cancel claims 19, 21 and 23 without prejudice or disclaimer of the subject matter 
recited therein, and reserving the right to file one or more continuing applications directed to the 
canceled subject matter. 



Please amend claims 1, 5, 12, 18 and 25 as follows, with marked up copies of the claims 
being included in an Appendix attached hereto: ^ , 



1. (Twice Amended) A compound represented by the following formula (I) or a 
physiologically acceptable salt thereof, or a hydrate thereof: 




(I) 



wherein, R 1 and R 2 each independently represent hydrogen atom, a halogen atom, hydroxyl 
group, a group of OZi_6 (the group of OZi_6 represents an alW group having 1-6 carbon atoms or 
a fluoroalkyl group having 1-6 carbon atoms, which bonds viaNhe oxygen atom), a group of 
S(0) n Zi_4 (Z M represents an alkyl group having 1-4 carbon atomsW a fluoroalkyl group having 
1-4 carbon atoms or an alkylene group derived therefrom), a group of\N(R I2 )(R 13 ) (R 12 and R 13 
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each independentlwepresent hydrogen atom, an alkyl group having 1-4 carbon atoms or a 
fluoroalkyl group havmg 1-4 carbon atoms), a group of Z\.% which maybe substituted (Zi_g 
represents an alkyl group\having 1-8 carbon atoms or a fluoroalkyl group having 1-8 carbon 
atoms), a 5- to 7-membered\cyclic alkyl group, an aryl group, a heteroaryl group, or a 4- to 7- 
membered saturated or partially saturated heterocyclic group (the cyclic alkyl group, aryl group, 
heteroaryl group and heterocyclics group may have one to three substituents selected from the 
group consisting of a halogen atorA hydroxyl group, a group of OZ M , a group of S(0) n Z M , a 
group of N(R 12 )(R 13 ), a group of Z M ,Yarboxyl group, a group of C0 2 Z M , group of CONH 2 , a 
group of CONH(Z M ) and a group of CON(Z M )(Z M )); 

W 1 represents a group selected from the group consisting of -CH=CH-, -N(R 12 )CO-, -CON(R 12 )-, 
-CH 2 0- and -CH 2 CH 2 - (each of the aforementioned groups binds to the thiazole ring at the left 
end); \ 

R 3 represents hydrogen atom, a halogen atom, hyaroxyl group or an amino group; 
R 4 represents a group selected from the group consisting of hydrogen atom, a group of -OZo^R 5 
(Zoa represents an alkylene group having 1-4 carbon aroms, a fluorine-substituted alkylene group 
having 1-4 carbon atoms or a single bond, and R 5 represents a 5- to 7-membered cyclic alkyl 
group, an aryl group,, a heteroaryl group or a 4- to 7-membeW saturated or partially saturated 
heterocyclic group (the cyclic alkyl group, aryl group, heteroaM group and heterocyclic group 
may have one to three substituents selected from the group consisting of a halogen atom, 
hydroxyl group, a group of OZm, a group of S(0) n Z M , a group ofN(R 12 )(R 13 ), a group of Z M , 
carboxyl group, a group of C0 2 Z M , group of CONH 2 , a group of CONH(Z M ) and a group of 
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CON(Z M )(Zi^, a group of -S(O) n Z 0 ^R 5 , a group of -N(R 6 )(R 7 ) {R 6 and R 7 each independently 
represent hydrogenvatom or Z\^, or they may bind to each other to form a saturated or 
unsaturated 5- to 7-membered ring (the ring may contain one or two hetero atoms as ring 
constituting atoms), and and R may have one to three substituents selected from the group 
consisting of a halogen atom^ydroxyl group, a group of OCON(R 12 )(R 13 ), a group of 
CON(R 12 )(R 13 ), a group of N(r\cON(R 12 )(R 13 ), a group of Z M , a group of OZ M , a group 
S(0) n Z M , group of CH 2 OH, a group\f (CH 2 ) m N(R 12 )(R 13 ), carboxyl group, cyano group, a group 
of CO-Zm(R 10 )-N(R 12 )(R 13 ) (R 10 is a substituent corresponding to a side chain on an amino acid 



carbon or a group of -Z^-R 11 (R h represent a substituent which forms a quaternary salt) and a 
CO Z -N(R 12 )(R 13 ) 

group of (CH^q }, a 5- or 6-membered\aryl group which may be substituted and a 5- 

or 6-membered unsaturated heterocyclic group which hjay be substituted; 
W 2 represents a single bond or -C(R 8 )=C(R 9 )- (R s and R^Wch independently represent hydrogen 
atom, a halogen atom, a lower alkyl group, an alkoxy group, cyano group, carboxyl group, 
hydroxymethyl group, cyanomethyl group, vinyl group or a grou^of N(R 12 )(R 13 )), Q represents 
an acidic group, and W 2 and Q may bind together to form vinylidenkhiazolidinedione in E- or Z- 
configuration or an equivalent heterocyclic ring; m and n each independently represent an integer 
of 0 to 2, and q represents an integer of 0 to 3. 
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5. (Twice Amended) A compound represented by the following formula (I) or a 
physiologically acceptable salt thereof, or hydrate thereof 



R! 




A * 



R14 

vv 1 n R4 



w 2 -q 



(I) 



wherein, R 1 and R 2 each independently represent hydrogen atom, a halogen atom, hydroxyl 
group, a group of OZj.6 (the group\>f OZi_6 represents an alkyl group having 1-6 carbon atoms or 
a fluoroalkyl group having 1-6 carboh atoms, which bonds via the oxygen atom), a group of 
S(0) n Zi_4 (Zi_4 represents an alkyl groun having 1-4 carbon atoms or a fluoroalkyl group having 
1-4 carbon atoms or an alkylene group defived therefrom), a group of N(R 12 )(R 13 ) (R 12 and R 13 
each independently represent hydrogen atorman alkyl group having 1-4 carbon atoms or a 
fluoroalkyl group having 1-4 carbon atoms), a group of Zi_ 8 which maybe substituted (Zi_ 8 
represents an alkyl group having 1-8 carbon atoms or a fluoroalkyl group having 1-8 carbon 
atoms), a 5- to 7-membered cyclic alkyl group, an aWl group, a heteroaryl group, or a 4- to 7- 
membered saturated or partially saturated heterocyclicWoup (the cyclic alkyl group, aryl group, 
heteroaryl group and heterocyclic group may have one td three substituents selected from the 
group consisting of a halogen atom, hydroxyl group, a group of OZ M , a group of S(0) n Z M , a 
group of N(R I2 )(R 13 ), a group of Z M , carboxyl group, a grou\ of C0 2 Z M , group of CONH 2 , a 
group of CONH(Z M ) and a group of CON(Z M )(Z M )); 
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W 1 represents a group selected from the group consisting of -CH=CH-, -N(R l2 )CO-, -CON(R 12 )-, 
-CH 2 0- anaVCH 2 CH 2 - (each of the aforementioned groups binds to the thiazole ring at the left 
end); \ 

R 3 represents hydiWen atom, a halogen atom, hydroxyl group or an amino group; 
R 4 represents a group\elected from the group consisting of hydrogen atom, a group of -OZ0-4R 5 
(Z0-4 represents an alkylene group having 1-4 carbon atoms, a fluorine-substituted alkylene group 
having 1-4 carbon atoms oXa single bond, and R 5 represents a 5- to 7-membered cyclic alkyl 
group, an aryl group, a heteroVryl group or a 4- to 7-membered saturated or partially saturated 
heterocyclic group (the cyclic alkyl group, aryl group, heteroaryl group and heterocyclic group 
may have one to three substituents^elected from the group consisting of a halogen atom, 
hydroxyl group, a group of OZ M , a gWp of S(0) n Z M , a group of N(R 12 )(R 13 ), a group of Z M , 
carboxyl group, a group of C0 2 Z M , group of CONH 2 , a group of CONH(Z M ) and a group of 
CON(Z M )(Z M )), a group of -S(O) n Z 0 -4R 5 , Xgroup of -N(R 6 )(R 7 ) {R 6 and R 7 each independently 
represent hydrogen atom or Z14, or they may bW to each other to form a saturated or 
unsaturated 5- to 7-membered ring (the ring may contain one or two hetero atoms as ring 
constituting atoms), and R 6 and R 7 may have one to tVee substituents selected from the group 
consisting of a halogen atom, hydroxyl group, a group ofsOCON(R 12 )(R 13 ), a group of 
CON(R 12 )(R 13 ), a group of N(R 12 )CON(R 12 )(R 13 ), a group o^Z M , a group of OZ M , a group 
S(0) n Z M , group of CH 2 OH, a group of (CH 2 ) m N(R 12 )(R 13 ), carboxyl group, cyano group, a group 
of CO-Z M (R 10 )-N(R 12 )(R 13 ) (R 10 is a substituent corresponding to\side chain on an amino acid 
carbon or a group of -Z M -R n (R 11 represents a substituent which formka quaternary salt) and a 



6 



P20938.A10 



Application No. 09/842,234 




C,5 



CO -Z. ,-N(R^)(R 13 ) 

c ) 

group of (CiQq N)^ a 5- or 6-membered aryl group which may be substituted and a 5- 

or 6-membered unsaturated heterocyclic group which may be substituted; 
W z represents a single bond or -C(R 6 )=0(R y )- (R* and R 9 each independently represent hydrogen 
atom, a halogen atom, a lower alkyl group, an^lkoxy group, cyarto group, carboxyl group, 
hydroxymethyl group, cyanomethyl group, vinyl grb\ip or a group of N(R 12 )(R 13 )), Q represents 
an acidic group, and W 2 and Q may bind together to forik vinylidenethiazolidinedione in E- or Z- 
configuration or an equivalent heterocyclic ring; m and n eachdndependently represent an integer 
of 0 to 2, and q represents an integer of 0 to 3; R 14 represents hydrogen atom, Zm, Z^R 5 or 
Z M OR 5 ; and X represents C-H and Y represents C-H or nitrogen atom^ 




12. (Amended) The method according \> claim 7 wherein mammal is a human. 



18. (Amended) The method according to claim 13 wherein the mammal is a human. 




25. (Amended) A method, for therapeutic treatment of a microbial infection comprising 
administering to a mammal in need thereof a therapeutically effective amount of a composition 
comprising a compound represented by formula (I) or a physiologically acceptable salt thereof as 
an active ingredient and at least one antimicrobial agent 

R! 




R2 W i „ ' ^ fe4 



O 



W 2 \Q 



(i) 
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whereiA R and R each independently represent hydrogen atom, a halogen atom, hydroxyl 

group, a gremp of OZ\. 6 (the group of OZi-6 represents an alkyl group having 1-6 carbon atoms or 
a fluoroalkyl group having 1-6 carbon atoms, which bonds via the oxygen atom), a group of 
S(0) n Zi_4 (Z1-4 represents an alkyl group having 1-4 carbon atoms or a fluoroalkyl group having 
1-4 carbon atoms onan alkylene group derived therefrom), a group of N(R I2 )(R 13 ) (R 12 and R 13 
each independently represent hydrogen atom, an alkyl group having 1-4 carbon atoms or a 
fluoroalkyl group having l\4 carbon atoms), a group of Zj.g which may be substituted (Zi_g 
represents an alkyl group having 1-8 carbon atoms or a fluoroalkyl group having 1-8 carbon 
atoms), a 5- to 7-membered cyclic alkyl group, an aryl group, a heteroaryl group, or a 4- to 7- 
membered saturated or partially saturated heterocyclic group (the cyclic alkyl group, aryl group, 
heteroaryl group and heterocyclic grouV may have one to three substituents selected from the 
group consisting of a halogen atom, hydro\yl group, a group of OZ M , a group of S(0) n Z M , a 
group of N(R I2 )(R 13 ), a group of Z M , carboxyl group, a group of C0 2 Z M , group of CONH 2 , a 
group of CONH(Z M ) and a group of CON(Z M )(& M )); 

W 1 represents a group selected from the group consiking of -CH=CH-, -N(R 12 )CO-, -CON(R 12 )-, 

-CH2O- and -CH2CH2- (each of the aforementioned groups binds to the thiazole ring at the left 

end); \ 

R 3 represents hydrogen atom, a halogen atom, hydroxyl group or an amino group; 

R 4 represents a group selected from the group consisting of hydrogen atom, a group of -OZ0-4R 5 

(Z0-4 represents an alkylene group having 1-4 carbon atoms, a fluorine-substituted alkylene group 

having 1-4 carbon atoms or a single bond, and R 5 represents a 5- to 7-mknbered cyclic alkyl 
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group, an aryl j^pup, a heteroaryl group or a 4- to 7-membered saturated or partially saturated 

heterocyclic groupYthe cyclic alkyl group, aryl group, heteroaryl group and heterocyclic group 

may have one to three^ubstituents selected from the group consisting of a halogen atom, 

hydroxyl group, a group 6f OZ M , a group of S(0) n Z M , a group of N(R 12 )(R 13 ), a group of Z M , 

carboxyl group, a group of C0 2 Z M , group of CONH 2 , a group of CONH(Zi^) and a group of 

CON(Z M )(Z M )), a group of -S(0) n Zo^R 5 , a group of -N(R 6 )(R 7 ) {R 6 and R 7 each independently 

represent hydrogen atom or Z M , onthey may bind to each other to form a saturated or 

unsaturated 5- to 7-membered ring (tnfe ring may contain one or two hetero atoms as ring 

constituting atoms), and R 6 and R 7 may K^ve one to three substituents selected from the group 

consisting of a halogen atom, hydroxyl grouV a group of OCON(R 12 )(R 13 ), a group of 

CON(R ,2 )(R 13 ), a group of N(R 12 )CON(R 12 )(R^), a group of Z M , a group of OZ M , a group 

S(0) n Zi_4, group of CH 2 OH, a group of (CH 2 ) m N(I^ 2 )(R 13 ), carboxyl group, cyano group, a group 

of CO-Z M (R 10 )-N(R 12 )(R 13 ) (R 10 is a substituent corresponding to a side chain on an amino acid 

carbon or a group of -Zm-R" (R 11 represents a substituehj which forms a quaternary salt) and a 

CO -Z. -N(R 12 )(R 13 ) 
I ) 

group of (CH 2 )q } , a 5- or 6-membered aryl group which may be substituted and a 5- 

or 6-membered unsaturated heterocyclic group which may be substituted; 
W 2 represents a single bond or -C(R 8 )=C(R 9 )- (R 8 and R 9 each independently represent hydrogen 
atom, a halogen atom, a lower alkyl group, an alkoxy group, cyano group, carboxyl group, 
hydroxymethyl group, cyanomethyl group, vinyl group or a group of N(R^)(R 13 )), Q represents 
an acidic group, and W 2 and Q may bind together to form vinylidenethiazoli^inedione in E- or Z- 
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configuration or an equivalent heterocyclic ring; m and n each independently represent an integer 
of 0 to 2, and q represents air^nteger of 0 to 3; R 14 represents hydrogen atom, an alkyl group 
having 1, 3 or 4 carbon atoms orSa fluoroalkyl group having 1-4 carbon atoms, Z1-4R 5 or Z1-4OR 5 ; 
and X and Y each independently represent C-H or nitrogen atom. 



Please add claims 28-33, as follows: 



28. (New) A method for inhibiting drug resistance acquisition due to a drug efflux pump 
comprising administering to aSnammal an effective amount to inhibit drug resistance acquisition 
due to a drug efflux pump of the composition according to claim 6. 

29. (New) The method according to claim 28 wherein the mammal is a human. 

30. (New) A method for inhibiting ilrug resistance acquisition due to a drug efflux pump 
comprising administering to a mammal an effective amount to inhibit drug resistance acquisition 
due to a drug efflux pump of the composition according to claim 20. 

3 1 . (New) The method according to claim 30 wierein the mammal is a human. 



10 



P20938.A10 Application No. 09/842,234 

32. (Ne^) A method for inhibiting drug resistance acquisition due to a drug efflux pump 
comprising administering to a mammal an effective amount to inhibit drug resistance acquisition 
due to a drug efflux pump of a composition comprising a compound represented by formula (I) 
or a physiologically acceptable salt thereof as an active ingredient 




R 3 



R14 

I 



O 



R 4 

W 2 -Q 



(i) 



wherein, R 1 and R 2 each independently represent hydrogen atom, a halogen atom, hydroxyl 
group, a group of OZ\.e (the group of OZi_6 represents an alkyl group having 1-6 carbon atoms or 
a fluoroalkyl group having 1-6 carbon atoms, wmch bonds via the oxygen atom), a group of 
S(0) n Zi_4 (Zi_4 represents an alkyl group having l-X carbon atoms or a fluoroalkyl group having 
1-4 carbon atoms or an alkylene group derived therefrom), a group of N(R 12 )(R 13 ) (R 12 and R 13 
each independently represent hydrogen atom, an alkyl group having 1-4 carbon atoms or a 
fluoroalkyl group having 1-4 carbon atoms), a group of Zi.gVvhich may be substituted (Zi.g 
represents an alkyl group having 1-8 carbon atoms or a fluoroalkyl group having 1-8 carbon 
atoms), a 5- to 7-membered cyclic alkyl group, an aryl group, a heteroaryl group, or a 4- to 7- 
membered saturated or partially saturated heterocyclic group (the cycdic alkyl group, aryl group, 
heteroaryl group and heterocyclic group may have one to three substituents selected from the 
group consisting of a halogen atom, hydroxyl group, a group of OZ M , a group of S(0) n Zi_4, a 
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group of N(R 12 )(Rs|\ a group of Z M , carboxyl group, a group of CO2Z1-4, group of CONH 2 , a 
group of CONH(Z M JSand a group of CON(Z M )(Z M )); 

W 1 represents a group selected from the group consisting of -CH=CH- 5 -N(R I2 )CO, -CON(R 12 )-, 
-CH2O- and -CH2CH2- (eacnS^f the aforementioned groups binds to the thiazole ring at the left 
end); 

R 3 represents hydrogen atom, a halogen atom, hydroxyl group or an amino group; 
R 4 represents a group selected from the group consisting of hydrogen atom, a group of -OZ0-4R 5 
(Z(m represents an alkylene group having 1^ carbon atoms, a fluorine-substituted alkylene group 
having 1-4 carbon atoms or a single bond, andSR 5 represents a 5- to 7-membered cyclic alkyl 
group, an aryl group, a heteroaryl group or a 4- tOy7-membered saturated or partially saturated 
heterocyclic group (the cyclic alkyl group, aryl grouV heteroaryl group and heterocyclic group 
may have one to three substituents selected from the gnjup consisting of a halogen atom, 
hydroxyl group, a group of OZ M , a group of S(0) n Z M , a &roup of N(R 12 )(R 13 ), a group of Z M , 
carboxyl group, a group of C0 2 Z M , group of CONH 2 , a grouto of CONH(Z M ) and a group of 
CON(Z M )(Z M )), a group of -S(O) n Z 0 ^R 5 , a group of -N(R 6 )(r\ {R 6 and R 7 each independently 
represent hydrogen atom or Zu, or they may bind to each other toYorm a saturated or 
unsaturated 5- to 7-membered ring (the ring may contain one or two netero atoms as ring 
constituting atoms), and R 6 and R 7 may have one to three substituents selected from the group 
consisting of a halogen atom, hydroxyl group, a group of OCON(R 12 )(R ! \ a group of 
CON(R 12 )(R 13 ), a group of N(R 12 )CON(R l2 )(R 13 ), a group of Z M , a group d^OZ M? a group 
S(0) n Zi_4, group of CH 2 OH, a group of (CH 2 ) m N(R 12 )(R 13 ), carboxyl group, c)>ano group, a group 
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of CO-Zm(R i0 )^(R 12 )(R 13 ) (R 10 is a substituent corresponding to a side chain on an amino acid 
carbon or a group oiSrZi-4-R 1 1 (R 1 1 represents a substituent which forms a quaternary salt) and a 
CO -Z. /NCR 1 W 3 ) 

group of ^H^q \ a 5_ or 6-membered aryl group which may be substituted and a 5- 

or 6-membered unsaturated heterocyclic group which may be substituted; 

W 2 represents a single bond o\rC(R 8 )=C(R 9 )- (R 8 and R 9 each independently represent 
hydrogen atom, a halogen atom, a lower alkyl group, an alkoxy group, cyano group, carboxyl 
group, hydroxymethyl group, cyanomethyl groi*^, vinyl group or a group of N(R I2 )(R 13 )), Q 
represents an acidic group, and W 2 and Q may bind\gether to form vinylidenethiazolidinedione 
in E- or Z-configuration or an equivalent heterocyclic ring^m and n each independently represent 
an integer of 0 to 2, and q represents an integer of 0 to 3; R 14 presents hydrogen atom, an alkyl 
group having 1, 3 or 4 carbon atoms or a fluoroalkyl group having\-4 carbon atoms, Z M R 5 or 
ZmOR 5 ; and X and Y each independently represent C-H or nitrogen at^s 

33. (New) The method according to claim 32 wherein the mammal\s a human. 



REMARKS 

Upon entry of the instant amendment, claims 19, 21 and 23 will be canceled without 
prejudice or disclaimer, claims 1, 5, 12, 18 and 25 will be amended, and claims 28-33 will be 
added, whereby claims 1-33 will be pending. Claims 1, 5 and 19 are independent claims. 

Claims 1, 5 and 25 have been amended to even more clearly denote formula (I), claims 12 
and 18 have been amended to clarify the claim language by inserting "the" before "mammal", 
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